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SALK 2270-2 pending independent claims 



13. (New) A transgenic mouse whose genome contains a transgene comprising a gene 
encoding a human steroid and xenobiotic receptor (SXR) polypeptide operably linked to an 
ind ucible pr omoter/enhancer, 

wherein said SXR polypeptide is a member of the steroid/thyroid hormone 
superfamily and forms a heterodimer with retinoid X receptor, 

wherein said SXR polypeptide binds to a direct or inverted repeat response 
element based on the half site RGBNNM, 

wherein: 

R is selected from A or G; 
B is selected from G, C, or T; 

each N is independently selected from A, T, C, or G; and 
M is selected from A or C; 

with the proviso that at least 4 nucleotides of said -RGBNNM- sequence are 
identical with the nucleotides at corresponding positions of the sequence AGTTC A; 

wherein said SXR polypeptide inducibly activates transcription in response to a 

Lwide variety of natural and synthetic steroid hormones, including at least compounds that 
induce catabolic enzymes, steroid receptor agonists and antagonists, and bioactive dietary 
compounds, and 




wherein said transgenic mouse expresses said SXR polypeptide in at least one of 
the liver and intestine. 



s ) 

23. (New) A transgenic knock-out mouse whose genome comprises^aJiomozygous, - * 
disruption in an endogenous SXR polypeptide gene, wherein said homozygous disruption 
prevents function of an endogenous SXR polypeptide and results in said transgenic knockout 



mouse exhibiting decreased response to steroids and xenobiotics as compared to a wild-type 
mouse. 

24. (New) A transgenic mouse whose genome contains a transgene comprising a gene 
encoding a human steroid and xenobiotic receptor (SXR) polypeptide operably linked to a 
constitutively active promo ter/enhancer, 

P wherein said SXR polypeptide is a member of the steroid/thyroid hormone 
superfamily and forms a heterodimer with retinoid X receptor, 




wherein said SXR polypeptide binds to a direct or inverted repeat response 
element based on the half site RGBNNM, 

wherein: 

R is selected from A or G; 
B is selected from G, C, or T; 

each N is independently selected from A, T, C, or G; and 
M is selected from A or C; 

with the proviso that at least 4 nucleotides of said -RGBNNM- sequence are 
identical with the nucleotides at corresponding positions of the sequence AGTTC A; 

wherein SXR polypeptide inducibly activates transcription in response to a wide 
variety of natural and synthetic steroid hormones, including at least compounds that 
induce catabolic enzymes, steroid receptor agonists and antagonists, and bioactive dietary 
compounds, and 



wherein said transgenic mouse expresses said SXR polypeptide in at least one of 
the liver and intestine. 
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35. (New) A method for producing a transgenic mouse, said method comprising: 



injecting a one-cell mouse zygote with a transgene comprising a gene encoding a human 
steroid and xenobiotic receptor (SXR) polypeptide operably linked to an inducible or a 
constitutively active promoter/enhancer, 

wherein said SXR polypeptide is a member of the steroid/thyroid hormone 
superfamily and forms a heterodimer with retinoid X receptor, 

wherein said SXR polypeptide binds to a direct or inverted repeat response 
element based on the half site RGBNNM, 

wherein: 

R is selected from A or G; 
B is selected from G, C, or T; 

each N is independently selected from A, T, C, or G; and 
M is selected from A or C; 

with the proviso that at least 4 nucleotides of said -RGBNNM- sequence are 
identical with the nucleotides at corresponding positions of the sequence AGTTC A, and 
inducibly or constitutively activates transcription in response to a wide variety of natural 
and synthetic steroid hormones, including at least compounds that induce catabolic 
enzymes, steroid receptor agonists and antagonists, and bioactive dietary compounds, and 

wherein said polypeptide is detectably expressed in at least one of the liver and 
the intestine, and , 

obtaining from the zygote a transgenic mouse that expresses said SXR polypeptide in the 

liver. 



017.173185.1 



SALK 2270-2 proposed amendment #1 




It is proposed that all currently pending claims (including claims 13, 23, 24 and 35) be 
cancelled and new claims be added, starting with new independent claims as follows 
(ADDED LANGUAGE RELATIVE TO PRIOR CLAIMS IS UNDERLINED TO 
HIGHLIGHT HOW THESE CLAIMS DIFFER FROM THEIR PREDECESSORS): 



39. (New) A transgenic mouse whose genome contains a transgene comprising a gene 
encoding a human steroid xenobiotic receptor (SXR) polypeptide, or functional fragment of said 
polypeptide, operably linked to an inducible tissue-specific promoter/enhancer, 

wherein said human SXR polypeptide is inducibly expressed in said transgenic 
mouse in a tissue-specific manner , 

wherein said human SXR polypeptide is a member of the steroid/thyroid hormone 
superfamily and forms a heterodimer with retinoid X receptor, 

wherein said [human SXR polypeptide] heterodimer binds to a direct or inverted 
repeat response element comprising at least two half sites RGBNNM separated by a 
spacer of 0 up to 15 nucleotides , 

s wherein: 

R is selected from A or G; 
B is selected from G, C, or T; 

each N is independently selected from A, T, C, or G; and 
M is selected from A or C; 

with the proviso that at least 4 nucleotides of said RGBNNM sequence are 
identical with the nucleotide's at corresponding positions of the sequence AGTTC A; and 
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wherein compounds selected from the group consisting of natural and synthetic 
steroid hormones including at least compounds that induce catabolic enzymes, steroid 
receptor agonists and antagonists, and bioactive dietary compounds, interact with said 
human SXR polypeptide directly or indirectly to activate transcription of a gene under the 
control of a cytochrome P450 response element therefore . 

58. (New) A transgenic knock-out mouse whose genome comprises a homozygous 
disruption in an endogenous mouse SXR polypeptide gene , wherein said homozygous disruption 
comprises insertion, deletion or point mutation of said mouse SXR polypeptide, wherein said 
disruption results in a change in SXR modulated response in said transgenic knockout mouse as 
compared to a wild-type mouse. 

59. (New) A method for producing a transgenic mouse, said method comprising: 

injecting a one-cell mouse zygote with a transgene comprising a gene encoding a human 
steroid xenobiotic receptor (SXR) polypeptide, or functional fragment of said polypeptide, 
operably linked to an inducible or a constitutively_active tissue-specific promoter/enhancer, 

wherein said human SXR polypeptide is induciblv or constitutively expressed in 
said transgenic mouse in a tissue-specific manner 

wherein said human SXR polypeptide is a member of steroid/thyroid hormone 
superfamily and forms a heterodimer with retinoid X receptor, 

wherein said heterodimer binds to a direct or inverted repeat response element 
comprising at least two half sites RGBNNM separated by a spacer of 0 up to 15 
nucleotides . 

wherein: 

R is selected from A or G; 
B is selected from G, C, or T; 

each N is independently selected from A, T, C, or G; and 
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M is selected from A or C; 



with the proviso that at least 4 nucleotides of said - RGBNNM - sequence are 
identical with nucleotides at corresponding positions of the sequence AGTTCA, 

wherein compounds selected from the group consisting of natural and synthetic 
steroid hormones including at least compounds that induce catabolic enzymes, steroid 
receptor agonists and antagonists, and bioactive dietary compounds, interact with said 
human SXR polypeptide directly or indirectly to activate transcription of a gene under the 
control of a cytochrome P450 response element therefore, and 

obtaining a transgenic mouse from said mouse zygote, wherein said transgene is 
incorporated into the genome of said transgenic mouse and wherein said transgenic mouse 
expresses said human SXR polypeptide. 

65. (New) A transgenic mouse whose genome contains a transgene comprising a gene 
encoding a human steroid xenobiotic receptor (SXR) polypeptide, or functional fragments of said 
polypeptide, operably linked to a constitutively active tissue-specific promoter/enhancer, 

wherein said human SXR polypeptide is constitutivelv expressed in said 
transgenic mouse in a tissue-specific manner . 

wherein said human SXR polypeptide is a member of the steroid/thyroid hormone 
superfamily and forms a heterodimer with retinoid X receptor, 

wherein said heterodimer binds to a direct or inverted repeat response element 
comprising at least two half sites RGBNNM separated by a spacer of 0 up to 1 5 
nucleotides . 

wherein: 

R is selected from A or G; 
B is selected from G, C, or T; 

each N is independently selected from A, T, C, or G; and 
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M is selected from A or C; 

with the proviso that at least 4 nucleotides of said RGBNNM sequence are 
identical with the nucleotides at corresponding positions of the sequence AGTTC A; and 

wherein compounds selected from the group consisting of natural and synthetic 
steroid hormones including at least compounds that induce catabolic enzymes, steroid 
receptor agonists and antagonists, and bioactive dietary compounds, interact with said 
human SXR polypeptide directly or indirectly to activate transcription of a gene under the 
control of a cytochrome P450 response element therefore . 
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SALK 2270-2 proposed amendment #2 



39. (New) A transgenic mouse whose genome contains a transgene comprising a purified 
polynucleotide selected from the group consisting of: 

(a) SEP ID NO: 1 or SEP ID NO: 1 wherein T can also be U. and nucleic acid 
sequences complementary thereto; and 

(b) fragments of (a) having at least 20 contiguous bases that hybridize under stringent 
conditions to the polynucleotide as SEP ID NO:l; 

wherein said transgene is operably linked to an inducible tissue-specific 
* promoter/enhancer, 

wherein said human SXR polypeptide is induciblv expressed in said transgenic mouse in 
a tissue-specific manner . 

wherein said human SXR polypeptide is a member of the steroid/thyroid hormone 
superfamily and forms a heterodimer with retinoid X receptor, 

wherein said heterodimer binds to a direct or inverted repeat response element 
comprising at least two half sites RGBNNM separated by a spacer of 0 up to 15 nucleotides . 

wherein: 

R is selected from A or G; 
B is selected from G, C, or T; 

each N is independently selected from A, T, C, or G; and 
M is selected from A or C; 

with the proviso that at least 4 nucleotides of said RGBNNM sequence are 
identical with the nucleotides at corresponding positions of the sequence AGTTC A; and 

wherein compounds selected from the group consisting of natural and synthetic steroid 
hormones including at least compounds that induce catabolic enzymes, steroid receptor agonists 
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and antagonists, and bioactive dietary compounds, interact with said human SXR polypeptide 
directly or indirectly to activate transcription of a gene under the control of a cytochrome P450 
response element therefore . 



58. (New) A transgenic knock-out mouse whose genome comprises a homozygous 
disruption in a mouse SXR polypeptide gene , wherein said homozygous disruption comprises 
insertion, deletion or point mutation of said mouse SXR polypeptide, wherein said disruption 
results ii ygxhangefo SXR modulated response in said transgenic knockout mouse as compared 



59. (New) A method for producing a transgenic mouse, said method comprising: 

injecting a one-cell mouse zygote with a transgene comprisin g a purified polynucleotide 
selected from the group consisting of: 

(a) SEP ID NO: 1 or SEP ID NO: 1 wherein T can also be U. and nucleic acid 
sequences complementary thereto: and 

(b) fragments of fa) having at least 20 contiguous bases that hybridize under stringent 
conditions to the polynucleotide as SEQ ID NO: 1; 

wherein said transgene is operably linked to an inducible or a constitutively_active tissue- 
specific promoter/enhancer, 

wherein said human SXR polypeptide is induciblv or constitutively expressed in said 
transgenic mouse in a tissue-specific manner . 

wherein said human SXR polypeptide is a member of steroid/thyroid hormone 
superfamily and forms a heterodimer with retinoid X receptor, 

wherein said heterodimer binds to a direct or inverted repeat response element 
comprising at least two half sites RGBNNM separated by a spacer of 0 up to 15 nucleotides . 




wherein: 



R is selected from A or G; 
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B is selected from G, C, or T; 

each N is independently selected from A, T, C, or G; and 
M is selected from A or C; 

with the proviso that at least 4 nucleotides of said - RGBNNM - sequence are 
identical with nucleotides at corresponding positions of the sequence AGTTC A, 

wherein compounds selected from the group consisting of natural and synthetic steroid 
hormones including at least compounds that induce catabolic enzymes, steroid receptor agonists 
and antagonists, and bioactive dietary compounds, interact with said human SXR polypeptide 
directly or indirectly to activate transcription of a gene under the control of a cytochrome P450 
response element therefore, and 

obtaining a transgenic mouse from said mouse zygote, wherein said transgene is 
incorporated into the genome of said transgenic mouse and wherein said transgenic mouse 
expresses said human SXR polypeptide. 

65. (New) A transgenic mouse whose genome contains a transgene comprising a purified 
polynucleotide selected from the group consisting of 

(a) SEP ID NO: 1 or SEP ID NO: 1 wherein T can also be U. and nucleic acid 
sequences complementary thereto; and 

(b) fragments of (a) having at least 20 contiguous bases that hybridize under stringent 
conditions to the polynucleotide as SEP ID NO: 1: 

wherein said transgene is operably linked to a constitutivelv active tissue-specific 
promoter/enhancer, 

wherein said human SXR polypeptide is constitutivelv expressed in said transgenic 
mouse in a tissue-specific manner . 

wherein said human SXR polypeptide is a member of the steroid/thyroid hormone 
superfamily and forms a heterodimer with retinoid X receptor, 
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wherein said heterodimer binds to a direct or inverted repeat response element 
comprising at least two half sites RGBNNM separated by a spacer of 0 up to 15 nucleotides . 

wherein: 

R is selected from A or G; 
B is selected from G, C, or T; 

each N is independently selected from A, T, C, or G; and 
M is selected from A or C; 

with the proviso that at least 4 nucleotides of said RGBNNM sequence are 
identical with the nucleotides at corresponding positions of the sequence AGTTC A; and 

wherein compounds selected from the group consisting of natural and synthetic steroid 
hormones including at least compounds that induce catabolic enzymes, steroid receptor agonists 
and antagonists, and bioactive dietary compounds, interact with said human SXR polypeptide 
directly or indirectly to activate transcription of a gene under the control of a cytochrome P450 
response element therefore . 
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SALK 2270-2 proposed amendment #3 



39. (New) A transgenic mouse whose genome contains a transgene comprising a purified 
polynucleotide having the nucleotide sequence set forth in SEP ID NO:L a complementary 
sequence thereto, or fragments having at least 20 contiguous bases that hybridize under stringent 
conditions to SEP ID NO: 1 . operably linked to an inducible tissue-specific promoter/enhancer, 

wherein said human SXR polypeptide is inducibly expressed in said transgenic mouse in 
a tissue-specific manner . 

wherein said human SXR polypeptide is a member of the steroid/thyroid hormone 
superfamily and forms a heterodimer with retinoid X receptor, 

wherein said heterodimer binds to a direct or inverted repeat response element 
comprising at least two half sites RGBNNM separated by a spacer of 0 up to 15 nucleotides . 

wherein: 

R is selected from A or G; 
B is selected from G, C, or T; 

each N is independently selected from A, T, C, or G; and 
M is selected from A or C; 

with the proviso that at least 4 nucleotides of said RGBNNM sequence are 
identical with the nucleotides at corresponding positions of the sequence AGTTC A; and 

wherein compounds selected from the group consisting of natural and synthetic 
steroid hormones including at least compounds that induce catabolic enzymes, steroid 
receptor agonists and antagonists, and bioactive dietary compounds, interact with said 
human SXR polypeptide directly or indirectly to activate transcription of a gene under the 
control of a cytochrome P450 response element therefore . 
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58. (New) A transgenic knock-out mouse whose genome comprises a homozygous 
disruption in a mouse SXR polypeptide gene , wherein said homozygous disruption comprises 
insertion, deletion or point mutation of said mouse SXR polypeptide, wherein said disruption 
results in a change in SXR modulated response in said transgenic knockout mouse as compared 
to a wild-type mouse. 

59. (New) A method for producing a transgenic mouse, said method comprising: 

injecting a one-cell mouse zygote with a transgene comprising a purified polynucleotide 
having the nucleotide sequence set forth in SEP ID NO:l. a complementary sequence thereto, or 
fragments having at least 20 contiguous bases that hybridize under stringent conditions to SEQ 
ID NO: L operably linked to an inducible or a constitutively.active tissue-specific 
promoter/enhancer, 

wherein said human SXR polypeptide is induciblv or constitutively expressed in said 
transgenic mouse in a tissue-specific manner . 

wherein said human SXR polypeptide is a member of steroid/thyroid hormone 
superfamily and forms a heterodimer with retinoid X receptor, 

wherein said heterodimer binds to a direct or inverted repeat response element 
comprising at least two half sites RGBNNM separated by a spacer of 0 up to 15 nucleotides . 

wherein: 

R is selected from A or G; 
B is selected from G, C, or T; 

each N is independently selected from A, T, C, or G; and 
M is selected from A or C; 

with the proviso that at least 4 nucleotides of said - RGBNNM - sequence are 
identical with nucleotides at corresponding positions of the sequence AGTTCA, 

wherein compounds selected from the group consisting of natural and synthetic 
steroid hormones including at least compounds that induce catabolic enzymes, steroid 
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human SXR polypeptide directly or indirectly to activate transcription of a gene under the 
control of a cytochrome P450 response element therefore . 
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